gyratum seu marginatum). He insists that all these forms, papular, annular, gyrate, marginate, iris, previously described as distinct eruptions, were really phases of the same affection. Hebra also describes the vesicular or bullous form of this eruption, which he identifies with herpes iris of previous writers. As regards subjective symptoms, Hebra says that these are trifling: " Some patients complain of slight burning sensation, others of slight itching" or a feeling of tenseness when the papules are closely approximated.
successively the other fingers became affected; the little finger developed the condition four weeks ago. The condition is progressing, being more marked in the first finger affected. The affection consists of a soft growth in the corium and subcutaneous tissue, which stands out as prominent pads over the knuckles, but which, when pressed between the fingers, gives very little resistance and feels more like a bursa than anything else. There is no evident enlargement of the bones, no creaking or tenderness in the joints. The toes are not affected.
DISCUSSION.
Dr. F. PARKES WEBER remarked that in the Quarterly Journal of Mledicine Dr. W. Hale White called these thickenings over the knuckles simply "pads on the finger-joints"; he omitted the qualification "gouty." He gave the results of microscopic examination.! Dr. WHITFIELD pointed out that Dr. Garrod had named the condition " gouty pads."
A Discussion on Erythema Multiforme.
Opened by H. G. ADAMSON, M.D. THE subject selected for discussion this evening is "Erythema Multiforme."
The term " erythema multiforme " has probably for some of us a wider meaning than it has for others. The point of view I shall take is that it indicates a very definite and distinct affection possibly due to some one specific cause.
Erythemna exudativum multiforme was first described by Hebra in 1876 by the name it now bears. Under the term " polymorphous erythemata" Hebra grouped together several diseases, all of which were characterized by erythematous eruptions with exudation of serum into the skin. This group of " polymorphous erythemas" included (a) erythema exudativum multiforme, (b) erythema nodosum, (c) roseola exudativum, and (d) urticaria. It should be noted that although he grouped these affections under the one name polymorphous erythema, Hebra regarded them as aetiologically distinct diseases and brought them together, in accordance with his general plan of classification, because they were eruptions having a similar pathological basis-namely, erythema with exudation. I mention this point because some confusion has arisen owing to the fact that many writers have failed to maintain the distinction between these eruptions, and have discussed their etiology as though they were one diseasepolymorphous erythema.
It is to,, the merit of Hebra to have recognized the affection he named erythema multiforme as a distinct malady, and to have rescued it from the confused mass of erythemas then described. Hebra's description is classical, and has served as the model for all subsequent descriptions.
As one of the most striking characters of the eruption, Hebra mentions its peculiar distributioni upon the extremities. "In every instance," he says, " it is present on the dorsal surfaces of the hands or feet. In the more severe cases, but only in these, it may be observed on the forearrns and legs, on the arms and thighs, and even on the trunk and face. It is, however, only in very exceptional instances that it affects the regions last mentioned, and when it is found on them it invariably exists also on the backs of the patient's hands, where, indeed, this cutaneous disease generally first appears." " The efflorescence," he states, " consists of flattened papules or tubercles, of a dark blue or a brownish-red colour, between lentils and beans in size. Their number varies in different cases." He then describes how in slight cases the lesions rapidly fade, leaving a little pigmentation, while in other cases they spread into rings (erythema annulare), or into concentric rings (erythema iris), or form gyrate and marginate figures by expansion and blending of the rings (erythema important complications, or sequelae, occur in the train of this eruption. Its whole duration varies between one and four weeks." Once only Hebra observed the erythema papulatum accompany a pneumonia of which the patient died.
The liability of the eruption to relapse and its tendency to occur during the months of April and May, and October and November, are mentioned, as also that there are persons in whom such an erythema breaks out during many successive years in the course of the same month.
This account of the disease as given by Hebra accurately describes, as far as it goes, the very great majority of cases of erythema multiforme. But, curiously enough, Hebra did not mention the now well-known fact that these eruptions are sometimes associated with joint pains and even, though exceptionally, with effusion in and around the joints. And to complete the description a few other features must be recalled. It has been noticed that in a small proportion of cases the mucous membranes of the mouth are affected, and, still less often, the conjunctive. Bronchial catarrh and diarrhoea have also been observed, as also abdominal colic, symptoms which are thought to indicate that the intestinal canal may be the seat of lesions similar to those seen upon the skin. That this eruption is of somewhat frequent occurrence may be gathered from some figures which I have taken from the out-patient department at St. Bartholomew's Hospital. In 1910 there were twenty-one cases among 3,700 patients with skin disease; in 1911, seventeen cases among 4,000-i.e., roughly 0 5 per cent.
The features of these cases are usually so striking and so characteristic that a diagnosis is easily made.
Looked at from this poinit of view the affection would not appear to be a very important one, and although, like many minor skin diseases, it presents features of interest in regard to its nature and causation, it might not be considered a sufficiently important subject for an evening's discussion. But the question has arisen whether this disease is not sometimes accompanied by more serious symptoms and consequences, and involved in this question are several others of interest. Some of these I now propose to consider, and I shall take them in the following order:
(1) The question of the relationship of erythema multiforme with erythema nodosum.
(2) The question of the relationship of erythema multiforme with rheumatic fever. D-7 (3) The question of the relationship of erythema multiforme with lupus erythematosus.'
(4) The question of the relationship of erythema multiforme with (a) some other skin eruptions, including pemphigus, dermatitis herpetiformis, exudative erythema associated with administration of drugs, or serums, or with microbic infections; (b) purpura rheumatica and Henoch's purpura.
(5) The question of the occurrence of visceral complications in erythema multiforme.
(6) The aetiology and pathology of erythema multiforme. THE RELATIONSHIP OF ERYTHEMA MULTIFORME AND ERYTHEMA NODOSUM.
I have already stated that many writers have incorrectly assumed that Hebra made of erythema multiforme and erythema nodosum one disease because he included them under the one title-polymorphous erythema. When Hebra published his account of erythema multiforme, erythema nodosum had been already recognized as a definite disease for more than half a century, and Hebra distinctly says that erythema nodosum differs from erythema multiforme in its form, seat and course, and also in the symptoms by which it is accompanied, and that erythema nodosum, or dermatitis contusiformis, must be described as an independent malady. Sel and Talaman and During, of Constantinople, have also insisted upon the differentiation of these two affections as distinct diseases. On the other hand, among those writers who have regarded erythema multiforme and erythema nodosum as varieties of the same disease are Lewin, a pupil of Hebra, who published a monograph in 1878, Besnier and Doyen, who edited Hebra's "Diseases of the Skin" in French, Molenes-Mahon, who wrote a thesis in 1884, and Stephen Mackenzie at the Seventh International Congress of Dermatology in 1896.
Examples of erythema nodosum and erythema multiforme occurring simultaneously in the same patient have been cited as indicating the identity of these affections. But if one reads carefully the records of these cases, one finds that they are really examples of widespread erythema nodosum. I have myself notes of three cases of erythema nodosum, in which the lesions occurred not only upon the shins, but also upon the face and upon the backs of the hands and forearms. But the lesions in these cases, although they occupied the common position of those of erythema multiforme, were more nodular and more deeply seated and they were tender on pressure. Apart from the nodular character of the lesions of erythema nodosum, their oval shape, their extreme tenderness and their situation, particularly on the fronts of the shins, we have also the fact that erythema nodosum is usually not recurrent as is erythema multiforme. Erythema nodosum is much -more often accompanied by marked febrile symptoms than is erythema multiforme. It seems, at any rate at present, better to regard these two affections .as distinct diseases, since their confusion tends only to make the elucidation of their cause more difficult. The evidence which is accumulating in regard to the not infrequent association of erythema nodosum with measles, with tuberculosis, or with meningitis-an association which ,does not belong to erythema multiforme-is an instance of the need for the separate study of the etiology of these two eruptions.
ON THE QUESTION OF THE RHEUMATIC NATURE OF ERYTHEMA MULTIFORME.
The possible relationship between exudative erythema and rheumatism has been discussed for more than a century. Lorry, in 1777, ,described several eruptions which occurred in association with articular pains, and affirmed that they were rheumatic symptoms just as were the joint affections. Schonlein, in 1829, gave the name "peliosis rheumatica" to certain erythemas with purpura. From 1835 onwards many authorities, including Rayer, Begbie and Todd, Coulaud, Garrod «and Stephen Mackenzie expressed the opinion that erythema multiforme is a cutaneous inanifestation of rheumatism. Many of these writers, including Mackenzie, who was one of the most ardent exponents of this theory, have included not only erythema nodosum and erythema multiforme, but also all kinds of erythemas in this category when drawing their conclusions, and the real proportion of cases of erythema multiforme of Hebra associated with supposed rheumatic -symptoms has not always been apparent. At the present day the tendency is to regard the joint pains and swellings which are present in cases of erythema multiforme as further evidence of some general toxtmia or infection quite distinct from rheumatic fever. A quotation from a short paper by Dr. Samuel West well expresses the present view from the physician'ssside. " If," he says, " the diagnosis of rheumatic fever be more definite and more carefully and correctly made, as it is now, . . . the frequency of skin eruptions is reduced very low, almost, except sudamina, to a vanishing point." And most dermatologists will agree, I think, that cardiac lesions are rarely, if ever, present in cases of erythema multiforme. The practical outcome of this view is, that in cases of erythema multiforme one does not give a bad prognosis in respect to the possibility of the subsequent development of rheumatic fever.
QUESTION OF THE RELATIONSHIP BETWEEN ERYTHEMA MULTIFORMF, AND LuPus ERYTHEMATOSUS.
The suggestion has been made by several observers that there is a relationship between lupus erythematosus and erythema multiforme. Liveing, in his book on diseases of the skin, says that "it is not. uncommon to find a history of polymorphic erythema associated with erythematous lupus, and very common to meet with patches of chilblain-like erythema on the hands of those who are suffering from erythematous lupus of the face." He also says that "patches of erythema are sometilmes mixed with lupus erythematosus, and show their nature by disappearing rapidly, leaving only the lupus patches." Galloway and MacLeod, in the British Journal of Dermatology' (1908, vol. xx, p. 65) uphold the view that "certain cases of lupus erythematosus and certain types of erythema multiforme are so, closely related that they may be regarded as the ends of a chain, in which all transitional stages may be encountered." Perhaps in the present state of our knowledge, and while we are ignorant. of the true cause of either of these affections, this must be a matter of opinion. My own view is, that they are distinct affections, probably due to distinct causes, and that although cases of acute lupus erythematosus may simulate erythema multiforme, yet there are always certain features which distinguish them. For example, lupus erythematosus is very rare in young subjects, erythema multiforme is common. Although there may be fugitive erythematous patches in cases of lupus erythematosus, these patches are never sharply rounded like those of erythema multiforme, nor do they present the dull purple centre with red margin of the latter eruption, and there are always present some lesions with the characteristic stippled surface of lupus erythematosus, and others which leave scars. The lesions of erythema multiforme, even the bulbous lesions, never leave scars. Again, in erythema multiforme, the eruption avoids the scalp and the central parts of the face, while in lupus erythematosus these are favourite situations. In fact, although both diseases are alike in that they may be regarded as toxic erythemas they are sufficiently distinct to point to their being due to distinct toxins.
A case which appears to support this view was shown at a meeting of this Section by Dr. Sequeira on April 21, 1910. In this case a patient with lupus erythematosus developed erythema multiforme of the iris type, but there was no transition from one type of lesion to the other, and the two affections appeared as distinct as are psoriasis and a syphilitic eruption when seen simultaneously in one patient.
I hope that some members present will have more to say upon this interesting point regarding the possible relationship between these two affections.
ON THE RELATIONSHIP OF ERYTHEMA MULTIFORME TO SOME OTHER SKIN DISEASES.
In the years following Hebra's description of erythema multiforme there was a tendency among writers to extend the scope of this affection, more especially to include cases with eruptions of a more severe type, and even fatal cases. This was particularly the case with the French school. Molenes-Mahon, in a monograph inspired by Besnier, enlarged Hebra's conception to include many vesico-bullous eruptions of long duration and wide distribution which we now call dermatitis herpetiformis. Brocq, who for many years was a strong advocate of this view, has lately-written an article in the Annales de Dermatologiel in whichhe says that he was in error, and he now admits that Hebra's disease has nothing in common with the group of dermatitis herpetiformis. Others have included in one common group of polymorphic erythemata, erythemata associated with serum injections, with cow-pox vaccination, with typhoid fever, pneumonia, gonorrhoea, syphilis, diphtheria, and with septic infections, regarding as erythema multiforme all those eruptions which are characterized by exudation as well as erythema. But many, indeed most, of these erythemas which have been described as erythema multiforme have not the peculiar distribution of Hebra's eruption nor the round disk-like patches with purplish centre and with tendency to spread at their periphery, and it is a question whether we ought to regard them as imitations of the true or " idiopathic " form of erythema multiforme rather than as the real thing. My own view is that we have no more reason for calling these rashes erythema, multiforme than we have for giving the names scarlet fever or measles to the scarlatiniform or morbilliform rashes which may occur un'der similar conditions. On the other hand, I do think we are justified in extending our conception of Hebra's disease in another direction, and that we ought. to include with it those eruptions known as Schbnlein's disease (purpura rheumatica or peliosis rheumatica) and Henoch's purpura. In each of these affections we have an eruption of erythema, exudativum in the form of disks or patches on the sides of the face, on the forearms and hands, and on the legs and thighs. The eruptions may be accompanied by joint pains, and even by serous effusions in and around the joints. Each may have abdominal pains as a symptom, and, except in the milder forms of erythema multiforme, a transitory albuminuria is of common occurrence. The eruptions have a tendency to come out in crops, each outburst being accompanied by a slight rise of temperature. They are prone to recur at intervals of months or years. In fact, the difference between these three affections is only one of degree. The symptoms vary according as there is more or less escape of blood into the tissue involved. As I have already stated, there is some evidence that in erythema multiforme lesions may occur in the alimentary canal similar to those we see on the skin. In purpura rheumatica and in Henoch's purpura these lesions are made more evident by the fact that haemorrhage takes place into them. In the autumn of 1910 there was what might be regarded as an epidemic of erythema, multiforme, and during the same period there occurred also an unusual number of cases of purpura rheumatica and& of Henoch's purpura, and this fact seemed to me to lend support to the view that these three complaints are merely phases of one disease.
THE QUESTION OF THE VISCERAL MANIFESTATIONS OF ERYTHEMA MULTIFORME.
In recent years attention has been called by Sir William Osler and by Dr. Galloway to the occurrence of visceral manifestations in patients who present erythematous eruiptions, and to the importance of this association. The observation is not altogether new, for so long ago as 1878 Lewin insisted upon the frequency and importance of visceral complications in erythema exudativum multiforme, and Molenes-Mahont in his thesis already. referred to, said that although the cutaneous mani-festations had been well described, the occurrence of general disturbances of health and of serious visceral complications had not been sufficiently recognized. The visceral complications included angina, broncho-pneumonia, endocarditis, pericarditis, and nephritis. But as we have already seen, authors had begun to include under the term " erythema multiforme " all kinds of exudative erythemas and vesicular and bullous eruptions whose characters were not strictly those of Hebra's disease, and when one examines the records of the cases reported in which there were fatal complications, it is clear that not many, if any, of them ought to be classed as erythema multiforme of Hebra. This, too, applies to the observations of Osler and of Galloway. Osler includes exudative erythemata without the typical characters of Hebra's erythema, purpuras, urticarias, angio-neurotic cedema, and one case of, possibly, acute lupus erythematosus. In one of Galloway's cases of erytiema exudativum associated with cirrhosis of the liver there were erythematous disks and segments of circles occurring most profusely on the trunk, and in another case, also of cirrhosis of the liver, the eruption was regarded as probably acute lupus erythematosus. I do not by any means wish to deny the accuracy nor the great interest and importance of these observations relating to the association of erythemas and visceral troubles, but merely to point out that they are by no means all of them examples of erythema multiforme. They may, I think, be divided into several distinct groups, according to the nature of the affection upon which the rash and the associated visceral troubles depend. For example, -with angio-neurotic cedema there oecur gastric crises, asthmatic attacks, and cedema of the glottis; with acute lupus erythematosus there may be pneumonia and nephritis; acute generalized erythemas and purpuras of septic origin may be associated with high fever, broncho-pneumonia, nephritis, and ulcerative endocarditis; with cirrhosis of the liver go urticarias and purpuric rashes; and a form of mild purpuric eruption of the legs is sometimes associated with cedema of those parts and with passing albuminuria.
To return to the erythema multiforme group, I do not suggest that these are not associated with visceral troubles, but merely that they, too, have their own particular type of visceral manifestation. Some of these I have already mentioned. They are mainly abdominal symptoms and albuminuria. Endocarditis or lung troubles do not occur, or are, at any rate, very rare.
In mild forms of erythema multiforme abdominal pains are not uncommon, and there may be enlargement of the spleen. Albuminuri& may occur, but it is rare, except in cases of a severe type. In purpura rheumatica abdominal pains are of common occurrence, and there may be vomiting and passage of blood by the bowel, and albumin, or even blood, in the urine. Henoch's purpura differs only in that the abdominal pains are a more marked feature and that swellings occur, which may be mistaken for intussusception, or actual intussusception may be produced.
Sachs, in a paper in the Archiv fur Dermatologie untd Syphilis, 1909 (vol. xcviii, p. 35) , records five cases of erythema multiforme with albuminuria. In three cases the albumin disappeared with the patient's recovery, and two cases, in which acute nephritis was followed by erythema multiforme, were fatal. Sachs raises the question whether, in these fatal cases, the nephritis may have been due to the same toxin which later produced the eruption of erythema multiforme.
Welander has also published a fatal case of erythema multiforme in which there was nephritis. It therefore appears that, although symptoms pointing to exudation or haemorrhage into the wall of the bowel are the more common, in rare instances erythema multiforme may be accompanied by fatal nephritis. IETIOLOGY AND PATHOLOGY.
One of the earliest theories of the causation of erythema multiforme was that of Lewin, who believed it to be the result of a reflex vasomotor disturbance from some irritation arising in disease of the urethra or genital organs. Others have suggested that the vasomotor apparatus is acted upon by some toxin circulating in the blood. But the theory of vasomotor disturbance would seem to be entirely upset by the knowledge of the fact that there is evidence of marked inflammatory reaction in the lesions. A microscopical section of the lesion of erythema multiforme shows the blood-vessels in the upper part of the corium distended with red blood cells and surrounded by a cell exudation made up of mononuclear and polynuclear leucocytes, together with epithelioid cells, the result of proliferation of the endothelial or connective tissue cells. There is also some edema and proliferation of the epidermal cells. These features seem to point to an inflammaatory reaction to some irritant brought by the blood-stream. We can conceive that it might be a toxin absorbed from the alimentary canal, or produced at some distant focus of microbic infection, or that such a toxin might even be produced by the local presence of micro-organisms in the capillaries of the skin. But whether we are to regard this eruption as the result of some one particular toxin, or of some specific microbic infection, or whether it is to be looked upon as a symptom of various toxins or infections, is still a matter of opinion.
Streptococci, or other cocci, have been found in the lesions or in the blood or urifie in cases of erythema exudativum, notably by Finger, Ziegler, Carruccio, Petrini, and Haushalter. But a careful study of the description of these cases makes one hesitate to regard them as examples of erythema multiforme of Hebra. Indeed, Finger (whose cases are sometimes quoted as examples of erythema multiforme) himself draws a distinction between erythema multiforme associated with coccic infections and '" idiopathic erythema multiforme," and says that he has been unable to find micro-organisms in the lesions of the latter.
Geber, in a recent communication of the Dermatologische Zeitschrift, records a number of cases of " so-called idiopathic erythema," in some of which he found cocci in the lesions or in the blood, and in others demonstrated the presence of a focus of coccic infection. One only of these cases can be diagnosed as a typical erythema multiforme, and in that one the coccus found was not identified.
On the other hand, many observers have had invariably negative results from examination of the blood or lesions for micro-organisms in erythema multiforme. In three cases of unusually severe erythema multiforme under my own care the results of blood cultures were negative, and on searching the hospital records of severe cases of erythema multiforme, purpura rheumatica and Henoch's purpura in the wards of St. Bartholomew's Hospital during the past two years, I cannot find any positive blood culture in a large number of cases examined.
These negative results do not, of course, prove that erythema multiforme is not due to a bacterial infection. It is well known that negative results are often obtained in cases of known microbic infection, and this is much more likely to be the case with a mild type of infection. But it is possible that with improved methods a micro-organism will be found as the cause of erythema multiforme. Geber suggests that only quite recent lesions should be examined; that serial sections should be cut, attention being directed especially to thb demonstration of tbrombophlebitis, and that micro-organisms are to be sought for in the thrombus; that blood cultures should be made while there is fever; and, finally, that complement-fixation methods should be employed, using staphylococcus, streptococcus and gonococcus as antigens.
One point which seems to favour the microbic infection theory is the occurrence of this disease in epidemics, as has been noted by several observers. I ought, perhaps, to mention a recent view which seeks to draw an analogy between " serum disease" and erythema multiforme, and which regards the recurrence of the rash and joint pains as phenomena of anaphylaxis or hypersensitiveness to some foreign proteid or toxin absorbed from the alimentary canal. As to the nature and origin of such toxin, if it exists, we have as yet no clue.
In conclusion, erythema exudativum multiforme of Hebra is an affection with very characteristic and constant features. It is, in the majority of cases, not a serious disease, although serious and even fatal cases may occur associated with nephritis. It has no relation to rheumatic fever, and is probably distinct fromn erythema nodosum. It is distinct also from lupus erythematosus. It may be imitated by erythematous eruptions associated with various known toxic and infectious conditions. Erythema multiforme, so-called purpura rheumatica and Henoch's purpura, are probably modifications of one and the same maladv. The nature of the disease, whether a toxgemia or due to a microbic infection, is not yet known.
The PRESIDENT said he was sure all present would wish to thank Dr. Adamson for having opened the debate in so masterly and scholarly a manner Dr. PRINGLE desired to join in the President's congratulations to Dr. Adamson on his paper. He agreed with the whole of Dr. Adamson's conclusions, but, with regard to his view that exudative erythemas occurring in association with drugs, poisonings, &c., were not true erythema multiforme, he asked how Dr. Adamson would classify such a case as that of which he exhibited a couple of coloured drawings. That case, according to all accepted nomenclature, was a characteristic severe example of bullous erythema multiforme. The patient was a student at Middlesex Hospital, aged 24, and when seen in 1899 he had an enormously severe attack of bullous erythema, typical in distribution-i.e. on hands, feet, &c.-and with great abundance of lesions in the mucous membrane of the mouth and throat. The attack lasted two months. The patient recovered and had not had an attack since. The immediate cause was undoubtedly drain-poisoning and was an incident in his midwifery work outside the hospital. He believed that in Dr. Adamson's own mind there was a little doubt about the differentiation of what he described as microbic diseases from those which he classified as toxaemic. The reasons for and evidences of such a distinction had not been made so clear as he (Dr. Pringle) would have liked.
Dr. WHITFIELD said he felt himself in almost entire agreement with Dr. Adamson, except possibly-and on that he had an open mind-as to whether the purpura should be included with erythema exudativum. One point which he believed Dr. Adamson did not mention was in the separation between erythema nodosum and erythema multiforme. Dr. Adamson said that erythema nodosum did not, as a rule, relapse; he (Dr. Whitfield) would go further, and say it was very rare to find a second attack occurred at any time in the patient's life. Another point was that some years ago the incidence of the two affections in different years was carefully worked out by the Vienna school, and it was found that the seasons in which erythema nodosum was prevalent-and that occurred also in epidemics to some extent-were not the seasons or years in which erythema multiforme was marked. To him that seemed a very important point. He felt fairly confident that erythema nodosum had some dim relationship to rheumatism, though he did not regard it as a definitely rheumatic affection. Still, it occurred markedly in families where there were other rheumatic manifestations, such as acute rheumatism and chorea. The constitutional symptoms of erythema multiforme were chiefly depression, and the patients generally had eye or mouth symptoms; but they did not show the marked and intense anaemia which seemed so characteristic of erythema nodosum, the subjects of which always had an intense pallor, and their haemoglobin index fell as low as 50 or 60 per cent., even with a slight attack of erythema nodosum. He believed erythema multiforme would turn out to be a toxin eruption of a single general bacterial infection-i.e., that the lesions would not be found to contain the organism. They were familiar with all kinds of rashes which were now associated with streptococcal and staphylococcal infections, also tubercular and other, but they did not see erythema multiforme with tbese. He did not say one never saw erythema multiforme with known bacterial infections, but it was extraordinarily rare to do so. One saw all kinds of fleeting erythema, but it was rare to see a typical case of erythema multiforme with any known bacterial infection.
Dr. GALLOWAY said that dermatologists would probably look back on the history of this disease as developing in four stages: First the period marked by the work of Willan. Robert Willan's remarkable writings were those of a pioneer in the subject, and marked the path through the wilderness of the crude conceptions then existing of the appearance and causation of this malady. Then came the classical work of Hebra, who, following Willan's pathway, indicated and defined the boundaries of the subject by landmarks still easily recognizable. The third stage many of us associated with the painstaking and accurate observations of Dr. Colcott Fox. We were now in the fourth stage, when we hoped that the recent additions to our knowledge of pathology might result in a still more accurate and fruitful explanation of the subject which Dr. Adamson had brought before the Section. He willingly agreed with Dr. Adamson in most of his observations, but in reference to the setiology of this group of diseases he thought that we should widen rather than narrow our conception as to the possible underlying causes, even while adhering to the strict definition given to erythema multiforme by Dr. Adamson. To attribute erythema multiforme to a specific microbial infection did not seem to him to be an adequate explanation. He thought that we must all recognize the disease as being due to a circulating poison in the blood and tissues which might have different origins, more probably from some distant source than by the actual development or growth of the poison, bacterial or other, at the point of lesion. He could not help thinking that the actual lesions of the disease, either cutaneous or visceral, were probably to be explained by local failures or diminution in resistance to the noxious influences of a generalized toxtemia. Our knowledge of the phenomena occurring during the condition of anaphylaxis resulting from certain forms of poisoning might well be applied to explain the actual local phenomena occurring in erythema multiforme. On this hypothesis, however, a general toxtemia would be the most likely foundation for the anaphylactic phenomena of the local lesion. From the observations of others and also of what had occurred in his own clinical experience, he felt that such widely different types of toxa~mia as those producing cirrhosis of the liver on the one hand and " catarrhal" inflammation of the bowel on the other might all be followed by the local inflammatory and even destructive lesions of erythema multiforme. There were many other points in Dr. Adamson's paper which opened the gates for theoretical discussion, but in the meantime he thought that closer clinical observation and chemical and bacteriological investigation in the wards were urgently stimulated by this evening's discussion. He would like to mention one point in connexion with Dr. Adamson's reference to his old friend, Sir Stephen Mackenzie. Sir Stephen was well known to be a vigorous supporter of the rheumatic origin of certain lesions of the skin, but he would have been unwilling to state that ordinary ervthema multiforme was always a rheumatic manifestation; but he did hold very strongly that true erythema nodosum was a manifestation of rheumatism, for he used to say that he regarded erythema nodosum to be as distinctly a mark of rheumatic disease-meaning by that simple acute rheumatism-as was pericarditis or endocarditis. The present tendency of opinion was to regard acute rheumatism as a definite or even specific bacterial infection; therefore he thought it might be a legitimate inference to go to the length of including even erythema nodosum itself in a class with other anaphylactic skin lesions, resulting from the reaction of the organism to a specific rheumatic infection. He would like, with others, to offer his thanks to Dr. Adamson for the care and trouble he had taken in preparing his opening paper.
Dr. MAcLEOD said that he agreed with Dr. Adamson in the majority of his conclusions. He believed that the ordinary toxic rashes, such as drug rashes due to sera, &c., were different from the classic erythema multiforme exudativum of Hebra, though he had met with borderline cases in which a certain diagnosis between the two was very difficult. Just as in the case of the ordinary toxic erythemata, similar eruptions resulted from diverse causes, so it seemed to him this was also the case in erythema multiforme. He considered that the peculiar types of reaction associated with it were capable of being produced by a variety of causes, probably toxic in origin. He referred to one case of erythema multiforme in which recurrences seemed to take place owing to the drinking of beer. The patient was a male attendant at a bar and an out-patient at the Charing Cross Hospital. His first attack, which was extremely severe, involving not only the skin of the arms, face and neck, but also the mucous membrane of the mouth, came on as the direct result of a bout of beer drinking, and the subsequent attacks seemed to take place whenever he indulged too freely. The actual toxin was probably an autogenous toxin eliminated as the result of beer-poisoning. A case of this kind did not suggest a microbic origin for the disease. With regard to the relationship of lupus erythematosus to the disease under discussion, he considered that there was a closer relationship between the two diseases. He referred to one case in a young woman who died of nephritis in which acute lupus erythematosus was present on the face, neck and arms, and when it appeared it was diagnosed as erythema multiforme; and to another case, also in a woman with nephritis, in which similar erythematous lesions, which did not scar, persisted until she died.
Dr. WILFRID Fox said the only point in the paper about which he disagreed was concerning lupus erythematosus. He had a case of a hospital nurse who for two years had typical erythema multiforme and the third year had lupus erythematosus, though no scarring was left by the lesions of the first two years. Yet there was scarring after the third year. He agreed with Dr. Galloway that there were multiple causes quite apart from the different soil on which the seed might be sown in various persons. It was well known that various persons reacted differently to the same poison. There seemed no reason to seek one particular cause for-lupus erythematosus.
Dr. GEORGE PERNET considered that the paper just read brought all the facts together and stated them in a clear and lucid manner. On the main points he agreed with the author-viz., that true erythema multiforme exudativum was distinct from erythema nodosu-m and from lupus erythematosus. The point which Dr. Adamson had brought out in regard to the possible relationship of erythema exudativum multiforme of Hebra with Henoch's purpura was very important. In erythema exudativum multiforme one met with haemorrhage into the lesions. In his own mind he had always kept erythema multiforme limited to the erythema exudativum multiforme of Hebra. But unfortunately the name erythema multiforme had been loosely applied. In the thesis which he puiblished in 19081 Dr. Pernet had given the full details of a case which Franz Koch first considered was acute lupus erythematosus, but, influenced by the views of some Berlin dermatologists, veered round to the diagnosis of erythema exudativum multiforme. Later, ' Pernet, 'Le Lupus erythemateux aigu d 'emble," Paris, 1908, pp. 55 and 101. however, Koch went back to his original view, and anyone who read the account would agree that the case was one of acute lupus erythematosus. In that same thesis Dr. Pernet mentioned a colour drawing of Hebra's, in an atlas of that authority's, of a patient with erythema exudativum multiforme, which had quite a different facial aspect from that of the case which Franz Koch eventually diagnosed as a lupus erythematosus. But Hebra1 did not give a very clear and detailed account of erythema exudativum multiforme. A curious feature pointing to the endemic or epidemic condition was given in a footnote to Hebra's works, in which he referred to that condition being endemic in some parts of European Turkey, citing a book by Rigler.2 But von During, to whom Dr. Adamson referred, whose exhaustive monograph on erythema exudativum multiforme went into great detail, did not in the diagnosis say anything about lupus erythematosus.3 Further, von During referred to a case of erythema exudativum multiforme by Lewin, of Berlin, but did not accept it as an instance of that disease. This showed the conception of erythema exudativum multiforme of Hebra had been modified in Berlin.' The work of Lendon,5 of Adelaide, on erythema nodosum should be mentioned in connexion with the above discussion.
Dr. BOLAM (Newcastle) said that one point to which Dr. Adamson referred was to him of great interest-namely, with regard to albuminuria in these cases and the terminal association with nephritis. From what one had seen of these cases, it would suggest that the severity of the eruption bore a relationship to the degree of renal insufficiency, just as the outbreak of drug eruptions was related in degree with the extent of kidney mischief. In nearly every case of severe drug eruption there would be found some renal trouble. With regard to erythema nodosum, he went further than most of the evening's speakers, regarding it as a subdivision of erythema multiforme determined by the rheumatic poison, just as he expected that erythema multiforme would be further split up when the causal organism was found in particular instances. He did not gather from the paper, as Dr. Galloway seemed to, that Dr.
Adamson attributed the eruption to a local infection, but rather to one of a general nature.
Dr. HEATH said the frequent recurrence of erythema exudativum was, in his mind, against a microbial origin. He saw no reason against supposing it to be due to a chemical poison, as opposed to a bacterial one. With regard to erythema nodosum he had always seen the typical eruption on the front of the legs, and occasionally on the forearms. Recently he saw a case with ' Hebra, Hautkranzkheiten, B. iii, Th. i, pp. 198 et seq. pain and swelling in the joints, associated with an acute erythematous eruption on the face, looking like acute lupus erythematosus. That was new to him, and it suggested that erythema nodosum was not quite the entity it had usually been considered, and that even that affection might be due to more than one agency. Though he had seen dozens of cases of erythema nodosum he had never before seen it associated with acute erythema of the face.
Dr. GRAY said that a year ago he saw a child which had been vaccinated ten days before, and it had the most marked typical erythema multiforme that he had ever seen. It was partly bullous, but mainly of the ordinary discoid type. That seemed to support the toxic rather than the bacterial view, though, of course, it did not definitely prove anything.
The PRESIDENT said the debate had been short but useful, and it had brought out certain points. He had done a good many years' work in out-patient departments, while having his share of private work, and his impression was that erythema multiforme was distinctly rare in private as compared with hospital practice. The explanation he would give of that was, that most of the patients he had seen came after they had been exposed to extreme cold; in some there was a definite lack of warmth and a comfortable existence. When the disease was seen in private patients it was generally evident that they had been driving in a cold wind, or had otherwise subjected themselves to unusual exposure, but, of course, the generality of people of that class were usually comfortable, hence the difference in the incidence. He could recall a considerable number of cases in policemen who developed the eruption after night-duty in severe weather. He believed it was due to toxawmia generated in the tissues the vitality of which was lowered by the extreme cold. The next point was, that there was a vast difference between the acute cases caused in the way he had mentioned and the chronic cases which relapsed time after time. The latter he considered to be due to a chronic intestinal disturbance of a complex kind which had not yet been explained. He disagreed with one of the speakers, in that he did not think the Hebra's erythema multiforme which he saw in Vienna was bacterial in origin. He believed it to be due to some form of chronic toxcemia, which was not yet understood, and that it was parallel to the forms of erythema due to drug eruptions and other forms of poison which certainly were not bacterial. He agreed with what Dr. Bolam said as to the prognosis in the chronic cases depending very much on the degree of renal sufficiency. One of the worst cases of erythema multiforme which he had ever seen-a quite typical one, which was shown at one of the societies-went on to a condition of desquamative dermatitis, and the patient ultimately died insane. There was no means of ascertaining whether there was any kidney disease during life. There was no albuminuria, and the urine appeared in other respects normal. At the post-mortem examination it was found that there was only one kidney; the other was a large white kidney. The fatality was due to the kidney disease.
Dr. ADAMSON, in reply, said that he did not know what name to give to Dr. Pringle's case, but he thought the distribution and character of the eruption were not typical of erythema multiforme. He agreed with Dr. Galloway that erythemata might result from a large number and variety of toxic and infective conditions, and that such erythemata might be of morbilliform or scarlatiniform type, or roseolous, or erythemata with exudation. But he thought the characters of erythema multiforme and the peculiar distribution were so definite and distinct that one could only suppose some one specific toxin or infection. The more we learned about skin diseases the more we found that eruptions having very distinct features were produced by single causes. The eruptions of the specific fevers-measles, scarlet fever, chicken-pox, enteric fever, &c.-were instances. Lately we had learnt how even different varieties of one organism -the ringworm fungus-might each produce their own distinct eruptions. He thought that all diseases such as lichen planus, psoriasis, scleroderma, lupus erythematosus with sharply marked and constant features, must certainly be due to single causes. The case mentioned by Dr. MacLeod, he thought, was unique. It was interesting, but as the man had long been an excessive beerdrinker it seemed possible that the attacks of erythema multiforme were merely coincident. He could offer no explanation why the lesions of erythema multiforme were localized mainly upon the extremities and sides of the face, or, rather, it seemed to him the most likely position, since stagnation of toxins or micro-organisms would occur here, and it was really more difficult to explain why all toxic erythemas did not favour these parts. In answer to Dr. Bolam, the speaker said that when he suggested a microbic infection as the cause of erythema multiforme he meant a general microbic infection-that the lesions were the result of micro-organisms carried to the skin by the blood-stream.
He did not think, however, that a specific toxeemia could be excluded. Sir Malcolm Morris had suggested that the frequent history of exposure to cold as an exciting cause seemed to point to a toxemic origin; but was not this also a common predisposing factor in microbic infections? He did not wish to maintain that all erythemas of which the cause had been demonstrated had proved to be the result of the local presence of micro-organisms. The eruptions of serum disease and erythemata due to drug poisons were instances of true "toxic " erythemata. He was interested to hear that the President regarded this affection as far less frequent in private practice thanl among hospital patients, for he had been under the impression that its incidence was not influenced by the conditions of living.
